experience indicates that after 60 months, approximately 11% of patients undergoing open kidney surgery for localized renal cancer will recur with all but 1% of these at metastatic sites (PFS of >84%, (Russo, Cancer 2008). In the last 15 years we have noticed a number of patients treated with minimally invasive surgery (MIS) for RCC who developed unusual patterns and timing of tumor recurrence. Herein we describe the clinical characteristics and outcomes of these patients with such atypical recurrences.
INTRODUCTION AND OBJECTIVES: Developing metastatic renal cell carcinoma (mRCC) is an insidious, iterative process, diagnosable only after metastatic burden is sufficiently large to be detected by contemporary imaging techniques. A recent publication demonstrated unique evolutionary pathways to metastases. We aimed to investigate whether mutations correlated with the metastatic sites at the time of cytoreductive nephrectomy. METHODS: After obtaining IRB approval, we queried our prospectively maintained database identifying 514 patients who underwent a nephrectomy, with clear cell histology and mRCC prior to surgery or within 90 days post-operatively.
All patients with MSK-IMPACT genetic sequencing were further evaluated. Baseline clinicopathological characteristics, 22 unique metastatic sites and survival outcomes were recorded. Sites were subsequently grouped into thoracic, nodal, bone, abdominal and other. We used Chi-squared and multivariate analyses to test whether mutations were associated with metastatic locations and if this affected patient outcomes. RESULTS: Our cohort included 110 patients; 77% male with a median survivor follow up of 34 months (IQR: 22 -46). The median number of metastatic sites per patient was 2 (IQR: 1-2). Clinicopathological characteristics, disease sites and mutational events are illustrated in Figure 1 .
Patients with oligometastatic disease ( 2 metastatic organs) compared with disseminated disease trended towards improved overall survival (HR 0.61 (CI: 0.33 -1.12) p[ 0.1). TP53 was significantly associated with disseminated disease (71% vs 20%; p[0.008) .
CONCLUSIONS: This study characterized the distribution of mRCC relative to a targeted panel of mutations, demonstrating that TP53 was significantly associated with disseminated metastases. Patients with oligometastatic disease had longer survival after cytoreductive nephrectomy. Investigation is being undertaken into the mutational clonality and whether mutations can improve nomograms for cytoreductive nephrectomy.
